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of, available therapy, or improved pa-
tient response over available therapy). 

§ 601.41 Approval based on a surrogate 
endpoint or on an effect on a clin-
ical endpoint other than survival or 
irreversible morbidity. 

FDA may grant marketing approval 
for a biological product on the basis of 
adequate and well-controlled clinical 
trials establishing that the biological 
product has an effect on a surrogate 
endpoint that is reasonably likely, 
based on epidemiologic, therapeutic, 
pathophysiologic, or other evidence, to 
predict clinical benefit or on the basis 
of an effect on a clinical endpoint other 
than survival or irreversible morbidity. 
Approval under this section will be 
subject to the requirement that the ap-
plicant study the biological product 
further, to verify and describe its clin-
ical benefit, where there is uncertainty 
as to the relation of the surrogate end-
point to clinical benefit, or of the ob-
served clinical benefit to ultimate out-
come. Postmarketing studies would 
usually be studies already underway. 
When required to be conducted, such 
studies must also be adequate and well- 
controlled. The applicant shall carry 
out any such studies with due dili-
gence. 

§ 601.42 Approval with restrictions to 
assure safe use. 

(a) If FDA concludes that a biological 
product shown to be effective can be 
safely used only if distribution or use 
is restricted, FDA will require such 
postmarketing restrictions as are need-
ed to assure safe use of the biological 
product, such as: 

(1) Distribution restricted to certain 
facilities or physicians with special 
training or experience; or 

(2) Distribution conditioned on the 
performance of specified medical proce-
dures. 

(b) The limitations imposed will be 
commensurate with the specific safety 
concerns presented by the biological 
product. 

§ 601.43 Withdrawal procedures. 

(a) For biological products approved 
under § 601.41 or § 601.42, FDA may with-
draw approval, following a hearing as 

provided in part 15 of this chapter, as 
modified by this section, if: 

(1) A postmarketing clinical study 
fails to verify clinical benefit; 

(2) The applicant fails to perform the 
required postmarketing study with due 
diligence; 

(3) Use after marketing demonstrates 
that postmarketing restrictions are in-
adequate to ensure safe use of the bio-
logical product; 

(4) The applicant fails to adhere to 
the postmarketing restrictions agreed 
upon; 

(5) The promotional materials are 
false or misleading; or 

(6) Other evidence demonstrates that 
the biological product is not shown to 
be safe or effective under its conditions 
of use. 

(b) Notice of opportunity for a hearing. 
The Director of the Center for Bio-
logics Evaluation and Research or the 
Director of the Center for Drug Evalua-
tion and Research will give the appli-
cant notice of an opportunity for a 
hearing on the Center’s proposal to 
withdraw the approval of an applica-
tion approved under § 601.41 or § 601.42. 
The notice, which will ordinarily be a 
letter, will state generally the reasons 
for the action and the proposed 
grounds for the order. 

(c) Submission of data and information. 
(1) If the applicant fails to file a writ-
ten request for a hearing within 15 days 
of receipt of the notice, the applicant 
waives the opportunity for a hearing. 

(2) If the applicant files a timely re-
quest for a hearing, the agency will 
publish a notice of hearing in the FED-
ERAL REGISTER in accordance with 
§§ 12.32(e) and 15.20 of this chapter. 

(3) An applicant who requests a hear-
ing under this section must, within 30 
days of receipt of the notice of oppor-
tunity for a hearing, submit the data 
and information upon which the appli-
cant intends to rely at the hearing. 

(d) Separation of functions. Separation 
of functions (as specified in § 10.55 of 
this chapter) will not apply at any 
point in withdrawal proceedings under 
this section. 

(e) Procedures for hearings. Hearings 
held under this section will be con-
ducted in accordance with the provi-
sions of part 15 of this chapter, with 
the following modifications: 
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(1) An advisory committee duly con-
stituted under part 14 of this chapter 
will be present at the hearing. The 
committee will be asked to review the 
issues involved and to provide advice 
and recommendations to the Commis-
sioner of Food and Drugs. 

(2) The presiding officer, the advisory 
committee members, up to three rep-
resentatives of the applicant, and up to 
three representatives of the Center 
may question any person during or at 
the conclusion of the person’s presen-
tation. No other person attending the 
hearing may question a person making 
a presentation. The presiding officer 
may, as a matter of discretion, permit 
questions to be submitted to the pre-
siding officer for response by a person 
making a presentation. 

(f) Judicial review. The Commis-
sioner’s decision constitutes final 
agency action from which the appli-
cant may petition for judicial review. 
Before requesting an order from a 
court for a stay of action pending re-
view, an applicant must first submit a 
petition for a stay of action under 
§ 10.35 of this chapter. 

[57 FR 58959, Dec. 11, 1992, as amended at 68 
FR 34797, June 11, 2003; 70 FR 14984, Mar. 24, 
2005] 

§ 601.44 Postmarketing safety report-
ing. 

Biological products approved under 
this program are subject to the post-
marketing recordkeeping and safety 
reporting applicable to all approved bi-
ological products. 

§ 601.45 Promotional materials. 

For biological products being consid-
ered for approval under this subpart, 
unless otherwise informed by the agen-
cy, applicants must submit to the 
agency for consideration during the 
preapproval review period copies of all 
promotional materials, including pro-
motional labeling as well as advertise-
ments, intended for dissemination or 
publication within 120 days following 
marketing approval. After 120 days fol-
lowing marketing approval, unless oth-
erwise informed by the agency, the ap-
plicant must submit promotional ma-
terials at least 30 days prior to the in-
tended time of initial dissemination of 

the labeling or initial publication of 
the advertisement. 

§ 601.46 Termination of requirements. 
If FDA determines after approval 

that the requirements established in 
§ 601.42, § 601.43, or § 601.45 are no longer 
necessary for the safe and effective use 
of a biological product, it will so notify 
the applicant. Ordinarily, for biological 
products approved under § 601.41, these 
requirements will no longer apply when 
FDA determines that the required 
postmarketing study verifies and de-
scribes the biological product’s clinical 
benefit and the biological product 
would be appropriate for approval 
under traditional procedures. For bio-
logical products approved under 
§ 601.42, the restrictions would no 
longer apply when FDA determines 
that safe use of the biological product 
can be assured through appropriate la-
beling. FDA also retains the discretion 
to remove specific postapproval re-
quirements upon review of a petition 
submitted by the sponsor in accordance 
with § 10.30. 

Subpart F—Confidentiality of 
Information 

§ 601.50 Confidentiality of data and in-
formation in an investigational new 
drug notice for a biological product. 

(a) The existence of an IND notice for 
a biological product will not be dis-
closed by the Food and Drug Adminis-
tration unless it has previously been 
publicly disclosed or acknowledged. 

(b) The availability for public disclo-
sure of all data and information in an 
IND file for a biological product shall 
be handled in accordance with the pro-
visions established in § 601.51. 

(c) Notwithstanding the provisions of 
§ 601.51, the Food and Drug Administra-
tion shall disclose upon request to an 
individual on whom an investigational 
biological product has been used a copy 
of any adverse reaction report relating 
to such use. 

[39 FR 44656, Dec. 24, 1974] 

§ 601.51 Confidentiality of data and in-
formation in applications for bio-
logics licenses. 

(a) For purposes of this section the 
biological product file includes all data 
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